DOCKET NO.: CELL-0286 PATENT 
Application No.: 10/506,388 

Preliminary Amendment - First Action Not Yet Received 

This listing of claims will replace all prior versions, and listings, of claims in the application. 
Listing of Claims: 

1 . (currently amended) A compound of formula (I) or a pharmaceutical^ acceptable salt 
or prodrug thereof: 




wherein 
X is O or S; 

R 1 is a phthalimide carboxylic acid group of formula (II): 




R is hydrogen, C r C 6 alkyl, aryl or C1-C3 alkylaryl; 

R 2 is hydrogen, halogen, Ci-C 6 alkyl, OR 5 , a 5-membered heteroaryl ring^ or NR 5 R 5 
whoroin the R # subotituonto together with the nitrogen to which thoy aro attached may form a 
5 or 6 momborod ring which may contain an additional hotoroatom selected from O, S, and 

R 3 and R 4 are independently hydrogen, halogen, Ci-C 6 alkyl optionally substituted by 
hydroxy or C,-C 3 alkoxy, CF 3 , OCF 3 , OR 10 , COR 6 , NHCOR 7 , NHSO2R 9 , CN, S(0)pR 9 , 
phenyl optionally substituted by one or more substituents selected from halogen, Ci.C 6 alkyl 
optionally substituted by hydroxy or C1-C3 alkoxy, CF 3 , OCF 3 , OR 5 , COR 6 , CN, CHO, 
OCHF 2 , NR 7 R 8 , NHCOR 7 , NHS0 2 R 9 , S(0)pR 9 and methylenedioxo ti or a 5- to 10-membered 
heteroaryl ring which is optionally substituted by Ci-C 6 alkyl; 

or R 3 and R 4 together may form a fused phenyl ring or a -0-(CH 2 ) x -0- group, wherein 
x is 1 or 2; 
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R 5 is independently hydrogen, C 3 -C 6 alkenyl, C 3 -C 6 alkynyl, or Ci-C 6 alkyl optionally 
substituted by hydroxy, C1-C3 alkoxy, NR 7 R 8 , phenyl or a 5- or 6-membered heteroaryl ring, 
wherein phenyl is optionally substituted by one or more substituents selected from halogen, 
CF 3 , OCF3, CHO, OR 10 , COR 10 , R 10 , CN and methylenedioxo and wherein the heteroaryl 

ring is optionally substituted by Ci-C 6 alkyl; 

5 5 

or R and R , together wit h the nitrogen atom to which thev are attached, form a 5- or 
6-membered ring wh ich optionally contains an additional heteroatom selected from (X S. and 
NR 10 : " 

R 6 is Ci-C 6 alkyl, OR 5 , NR 7 R 8 or phenyl optionally substituted by one or more 
substituents selected from halogen, d.C 6 alkyl optionally substituted by hydroxy or C1-C3 
alkoxy, CF 3 , OCF 3 , OR 5 , COR 10 , CN, CHO, OCHF 2 , NR 7 R 8 , NHCOR 7 , NHS0 2 R 9 , S(0) p R 9 
and methylenedioxo; 

7 8 

R and R are independently hydrogen, phenyl, a 5- to 10-membered heterocyclic 
ring, Ci-C 6 alkoxy, or C\-C 6 alkyl optionally substituted by phenyl or a 5- to 10-membered 
heterocyclic ring, wherein in each case, the phenyl is optionally substituted by one or more 
substituents selected from halogen, CF 3 , OCF 3 , CHO, OR 10 , COR 10 , R 10 , CN and 
methylenedioxo and the heterocyclic ring is optionally substituted by C\-C 6 alkyl; 

or R 7 and R 8 together with the nitrogen to which they are attached may form a 5- or 6- 
membered heterocyclic ring which is optionally substituted by CONR 10 R 10 and may 
optionally contain contains an additional heteroatom selected from O, S and NR 11 ; 

R 9 is Ci-C 6 alkyl or phenyl optionally substituted by one or more substituents selected 
from halogen, CF 3 , OCF 3 , CHO, OR 10 , COR 10 , R 10 , CN and methylenedioxo; 

R 10 is hydrogen, C 3 -C 6 alkenyl, C 3 -C 6 alkynyl, or Ci-C 6 alkyl optionally substituted 
by hydroxy or Ci-C 3 alkoxy; 

R u is hydrogen, phenyl or C1-O3 alkyl optionally substituted by phenyl, wherein in 
each case the phenyl is optionally substituted by one or more substituents selected from 
halogen, CF 3 , OCF 3 , CHO, OR 10 , COR 10 , R 10 , CN and methylenedioxo; and 

p is 0, 1 or 2; 

provided that the compound is not 2-[4-(5-carboxy-l,3-dihydro-l,3-dioxo-2H- 
isoindol-2-yl)phenyl]-6-benzothiazolecarboxylic acid. 
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2. (original) A compound according to claim 1 wherein X is O. 

3. (currently amended) A compound according to claim 1 or 2 claim 1 wherein R 1 is 
meta to the benzoxazole or benzothiazole group. 

4. (currently amended) A compound according to any ono of tho procoding claims claim 
I wherein R 2 is hydrogen, OR 5 or NR 5 R 5 . 

5. (currently amended) A compound according to any ono of tho procoding claims claim 
1 wherein R 3 is hydrogen or halogen. 

6. (currently amended) A compound according to any ono of the procoding claims claim 
1 wherein R 4 is hydrogen, halogen, Ci-C 6 alkyl optionally substituted by hydroxy or C1-C3 
alkoxy, CF 3 , OCF 3 , OR 10 , COR 6 , phenyl optionally substituted by one or more substituents 
selected from halogen, Ci_C 6 alkyl optionally substituted by hydroxy or C r C 3 alkoxy, CF 3 , 
OCF 3 , OR 5 , COR 6 , CN, CHO, OCHF 2 and NR 7 R 8 ti or a 5- to 10-membered heteroaryl ring 
which is optionally substituted by d-C 6 alkyl; or R 3 and R 4 together may form a fused 
phenyl ring. 

7. (currently amended) A compound according to any ono of the procoding claims claim 
6 wherein R 4 is COR 6 , phenyl optionally substituted by one or more substituents selected 
from halogen, Ci-C 6 alkyl optionally substituted by hydroxy or C r C 3 alkoxy, CF 3 , OCF 3 , 
OR 5 , COR 6 , CN, CHO, OCHF 2 and NR 7 R 8 ta or a 5- to 10-membered heteroaryl ring which is 
optionally substituted by Ci-C 6 alkyl. 

8. (currently amended) A compound according to any ono of tho procoding claims claim 
1 wherein each R 5 is, independently, hydrogen, C 3 -C 6 alkenyl, C 3 -C 6 alkynyl, or C,-C 6 alkyl 
optionally substituted by hydroxy, Ci-C 3 alkoxy or a 5- or 6-membered heteroaryl ring, 
wherein the heteroaryl ring is optionally substituted by Ci-C 6 alkyl. 
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9. (currently amended) A compound according to any ono of th e preceding claim s claim 
1 wherein R 6 is Ci-C 6 alkyl, OR 5 or NR 7 R 8 . 

10. (currently amended) A compound according to any ono of the pr e ceding claims claim 
9 wherein R 6 is OR 5 or NR 7 R 8 . 



1 1 . (currently amended) A compound according to any on e of the preceding claims claim 
I wherein R 7 and R 8 are independently hydrogen, or Ci-C 6 alkyl optionally substituted by 
phenyl or a 5- to 10-membered heterocyclic ring, wherein the phenyl is optionally substituted 
by one or more substituents selected from halogen, CF 3 , OCF 3 , CHO, OR 10 , COR 10 , R 10 , CN 
and methylenedioxo and the heterocyclic ring is optionally substituted by Ci-C 6 alkyl; or still 
preferably R 7 and R 8 together with the nitrogen to which they are attached may form a 5- or 
6-membered heterocyclic ring which is optionally substituted by CONH 2 and may optionally 
contain contains an additional heteroatom selected from O, S and NR 1 \ 

12. (currently amended) A compound according to any on e of the pr e ceding claims claim 
1 wherein R 9 is Ci-C 6 alkyl. 

13. (currently amended) A compound of formula (I) as described in any ono of Examples 
1 to 1 1 8 which is 

243-(Benzoxazol-2-vnDhenvl l-23-dihvdro^l3-dioxo-lH-isoindole-5-carboxvlic 

acid; 

243-rNaphthr23-dloxazol-2-vnphenvl1-23-dihvdro-L3-dioxo-lH-isoindole-5- 
carboxvlic acid: 

243-(6-Methylbenzoxazol-2-vnphenvl]-23-dihvdro-13^dioxo-lH-isoindole-5- 
carboxvlic acid: 

2-r3-(5-Chloroben20xazol-2-vnphenvl1-2.3-dihvdro-l,3-dioxo-lH-isoindole-5- 
carboxvlic acid: 

243-(5-Phenvl benzoxazol-2-vnphenvll-23-dihvdro-L3-dioxo>lH-isoindole-5-- 
carboxvlic acid: 
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242-Methoxv-5-(naphthr2^ 
isoindole-5 -carboxvlic acid: 

242-Methoxv-5-(6-methylte^ 
isoindole-5-carboxvlic acid: 

2-r2-Methoxv-5-(5-chlorobenzoxazolvn^^ 
5-carboxvlic acid: 

2-r2-Methoxv-5-(5-phenvlbenzoxazol-2-vnphenyl1- 1 3-dioxo-2,3-dihvdro- 1H- 
isoindole-5-carboxylic acid: 

242-Methoxv-5-fbenzoxazo^^ 
carboxvlic acid: 

2-r2-Chloro-(5-chlorobenzoxazol-2-^ 
5-carboxvlic acid: 

2-r4-Chloro-(5-phenvlbenzoxazol-2^ 
5-carboxvlic acid: 

2-r2-Methvl-5-(5-phenvlbenzoxazol-2-vnphenvl1-23-dihvdro-L3-dioxo-lH- 
isoindole-5 -carboxvlic acid: 

2-r2-Methvl-5-(benzoxazol-2-vn^^ 
carboxvlic acid: 

242-Methoxv-545-(benzof^ 
lH-isoindole-5 -carboxvlic acid: 

2-r2-Methoxv-5-r5-(3-acetvnphenvlbenzoxazol-2vl1phenvl1-13-dioxo-2.3-dihvdro- 
lH-isoindole-5 -carboxvlic acid: 

2-r2-Methoxv- 5-r5-(3.4-me^ 

2,3-dihvdro-lH-isoindole-5-carboxvlic acid: 

2-r2-Methoxv-5-r5-(4-chlorophenvnbenzoxazol-2-vllphenvl1-13-dioxo-2,3-dihvdro- 
lH-isoindole-5 -carboxvlic acid: 

2-r2-Methoxv- 5-r5-(3>4-dimethoxv)phenvlbenzoxazol-2-vl1phenvll-L3-dioxo-23 
dihvdro- 1 H-isoindole-5-carbox ylic acid: 

2-r2-Methoxv-5-r5-r2-methoxv)phenvlbenzoxazol-2-vl1phenvl1-1.3-dioxo-2.3- 
dihydro-lH-isoindole-5-carboxvlic acid: 
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242-Methoxv -545-G.4-dich^ 
dihydro- 1 H-isoindole-5-carboxvlic acid: 

242-Methoxy-5-r5-(3-chloro 
dihydro- lH-isoindole-5-carboxyric acid: 

242-Methoxy-545-r4-trifluoromethynphenvlbenzoxazol-2-vllDhen 
dihydro- lH-isoindole-5-carboxylic acid: 

2-r2-Methoxy-54544-q-hydr oxye^ 
23-dihydro-lH-isoindole-5-carboxylic acid: 

2-r2-Methoxy-5-r5-(4-meth y^ 
lH-isoindole-5-carboxylic acid: 

2-r2-Methoxy-5-r5-r(5-me ^ 
dihydro- 1 H-isoindole-5 -carbox vlic acid: 

2-r2-Methoxv -5-r5-(4-methoxy)phenylbenzoxazol-2-vllDhenyll-L3-dioxo-2.3- 
dihydro- lH-isoindole-5-carboxylic acid: 

2-r2-Methoxy-5-r5-r3-cy ano)phenylberizoxazol-2-yl1phenvl1-13-dioxo-23-dihydro- 
lH-isoindole-5-carboxylic acid: 

2-r2-Methoxy-5-r5-(3-met hvnphenvlbenzoxazol-2-ynphenvll-13-dioxo-2J-dihydro 
lH-isoindole-5-carboxylic acid: 

2-r2-Methoxv- 5-r5-r3-methoxy > )phenylbenzoxazol-2-vl1phenyl1-L3-dioxo-2.3- 
dihydro-lH-isoindole-5-carboxylic acid: 

2-r2-Methoxy-5-r5-(3-fluor o)phenvlbenzoxazol-2-yl1phenyl1-13-dioxo-23-dihydro 
lH-isoindole-5-carboxylic acid: 

2-r2-Methoxy-5-r5-r3-chlor o)phenvlbenzoxazol-2-vl1phenvll-13-dioxo-2.3-dihvdro- 
lH-isoindole-5-carboxylic acid: 

2-r2-Methoxy-5-r5-(4-fluoro^phenylbenzoxazol-2-ynphenyl1-L3-dioxo-2,3-dihydro- 
lH-isoindole-5-carboxylic acid: 

2-r2-Methoxy-5-r5-(2,4-difluoro)phenylbenzoxazol-2-yl1phenvl1-K3-dioxo-23- 
dihydro- lH-isoindole-5-carboxylic acid: 

2-r2-Methoxy-5-r5-f3.5-difl uoro)phenvlbenzoxazol-2-vl1phenvl1-K3-dioxo-2.3- 
dihydro- lH-isoindole-5-carboxylic acid: 
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2-r2-Methoxv-5-r5-(4^rifluoro 
2,3-dihvdro-lH-isoindole-5-carboxvlic acid: 

242-Methoxv-5-r5-(4-trifluoro 
2,3-dihydro-lH-isoindole-5-carboxylic acid; 

2-r2-Methoxv-5-r5-(2 < 4-dichloro)phenylbenzoxa2ol-2-vl1phenvl1-l J-dioxo-23- 
dihydro- 1 H-isoindole-5 -carbox vlic acid: 

2-r2-Propargvloxv-5-(5-phenvlbenzoxazol-2-vnphenvl1-L3-dioxo-23-dihvdro-lH- 
isoindole-5-carboxylic acid; 

2-r2-Ethoxy-5-(5-phenylbenzoxazol-2-ynphenyl1-L3-dioxo-23-dihydro-lH- 
isoindole-5-carboxylic acid; 

242-(2-MethoxyethylaminoV5-(5>phenylbenzoxazol-2-ynphenyl1~l ,3-dioxo-23- 
dihydro-1 H-isoindole-5 -carboxylic acid: 

244-Methoxv-5>(5-phenylbenzoxazol-2-ynphenyl1-13-dioxo-23>dihydro-lH- 
isoindole-5-carboxylic acid: 

2-r4-Ethoxy-3-(5-phenylbenzoxa 
isoindole-5-carboxylic acid: 

2-r4-(2-MethoxyethoxyV3-(5-phenylbenzoxazol>2-ynphenyl1-l .3-dioxo-2,3-dihydro- 
lH-isoindole-5-carboxylic acid; 

2-r4-Butoxy-3-(5-phenylbenzoxazol-2-ynphenyll-13-dioxo-23-dihydro-lH- 
isoindole-5-carboxylic acid; 

2-r4-Isopropoxy-3-(5-phenylber^^ 
isoindole-5-carboxylic acid: 

244-Allyloxy-3-(5-phenylbenzoxazol-2-ynphenyl1--L3-dioxo-2,3-dihydro-lH- 
isoindole-5-carboxylic acid; 

2-r4-Hydroxv-3-(5-phenylbenzoxazol-2-ynphenyn-l 3-dioxo-2.3-dihvdro-lH- 
isoindole-5-carboxylic acid; 

2-r4-Propoxy-5-(5-phenylbenzoxazol-2-vnphenvll-K3-dioxo-2.3-dihydro-lH- 
isoindoIe-5-carboxylic acid: 

242-n-FuranvlmethoxyV5-(5-phenylbenzoxazol-2-ynphenvll-13-di^ 
1 H-isoindole-5 -carboxylic acid; 
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242- (2-MethoxyethoxyV5-(5-phenylbenzox^ 
lH-isoindole-5 -carboxylic acid: 

245-(5-Phenvlbenzoxazol-2-^ 
2,3-dihydro-lH-isoindole-5-carboxvlic acid; 

245-(5-Phenvlbenzoxazol-2-^^^ 
dihydro-lH-isoindole-5 -carboxylic acid: 

2-r2-(4-MorpholinylV5-(5-phe^^ 
isoindole-5-carboxylic acid, acetic acid salt: 

2- r4-Ethvlamino-3 -(5 -phenylbenzoxazol-2- vHphenyll - 1 ,3 -dioxo-23 -dihydro- 1 H- 
isoindole-5-carboxylic acid; 

244-Propvlamino--3~(5-phenylbenzoxazol-2-yl > )phenyl1-l 3 -dioxo-2.3 -dihydro- 1H- 
isoindole-5 -carboxylic acid: 

2-r4-r2-MethoxyethylaminoV3-(5-phenylbenzoxazol-2-vl)phenyl]-13-dio 
dihydro- lH-isoindole-5 -carboxylic acid: 

244-Moroholinyl-3-(5-ph^ 
isoindole-5-carboxylic acid; 

2-r4-Butvlamino-3-(5-phenylbenzoxaz 
isoindole-5-carboxylic acid; 

244-Hexylamino-3-(5-pheny^^ 
isoindole-5-carboxylic acid; 

2-r4-Pentvlamino-3-f5-phenylber^^ 
isoindole-5-carboxylic acid: 

2-(3-Benzoxaz ol-2-yl-4-propylaminophenyn^^ 
carboxylic acid: 

2-(3-Naphthor2 3-d1oxazol-2-yM 
isoindole-5-carboxylic acid; 

243- (5-Chlor obenzoxazol-2-ylV4-propylaminophenyll~13-dioxo-2J-dihvdro-lH- 
isoindole-5-carboxylic acid: 

243>(6-Methylbenzoxazol-2-ylV4-propylaminophenyll-l ,3-dioxo-2,3-dihydro-lH- 
isoindole-5 -carboxylic acid: 
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2-r3-(6-Fluorobenzoxazol-2-vlV4>Dropvlaminophenvl1-l .3-dioxo-2.3-dihydro-lH- 
isoindole-5-carboxylic acid; 

243-(5-Bromobenzoxazol-2-vlV4-propylaminophenvl1-13-dioxo-2,3-dihvdro-lH- 
isoindole-5-carboxylic acid; 

2-r3-(5-Methoxybenzoxazol-2-ylV4-prop 
isoindole-5-carboxylic acid; 

2-r3-(5J-Dichlorobenzoxazol-2-ylV4-pre^ 
lH-isoindole-5-carboxylic acid; 

2-r3-(5-Trifluoromethvlbenzoxazol-2-vl)-4-propvlaminophenvl1-l »3-dioxo-23- 
dihydro- lH-isoindole-5-carboxylic acid; 

243-(5-Bromo-7-fluorobenzoxazol-2-ylV4-propylaminophenylVl J-dioxo-2.3- 
dihydro- lH-isoindole-5-carboxylic acid; 

243-(5->Fluorobenzoxazol-2-ylV4-propylaminophenyll-l .3-dioxo-2.3-dihydro-lH- 
isoindole-5-carboxylic acid; 

2-r3-(6,7-Difluorobenzoxazol-2-yl)-4-propylaminophenyl1-l ,3-dioxo-2.3-dihydro- 
lH-isoindole-5-carboxylic acid; 

2-r3-(5-Methvlbenzoxazol-2-ylV4-pro^ 
isoindole-5-carboxylic acid; 

2- r 3 -(4-Methylbenzoxazol-2-yl V4-propylaminophenyn - 1 ,3 -dioxo-2.3 -dihydro- 1 H- 
isoindole-5-carboxylic acid; 

2-(346-g-Tet rahvdrofura^^ 
dioxo-2,3 -dihydro- 1 H-isoindole-5 -carboxylic acid; 

2-r3-r6-(4-Piperonvlpiperazin^^ 
dihydro- 1 H-isoindole-5-carboxylic acid; 

2-r3-r6-(4-Pip erazinoacetophenone-l-carbonynbenzoxazol-2-yl1phenvl1-13-dioxo- 
23-dihydro-lH-isoindole-5-carboxylic acid; 

2-r3-r6-(3-Trifluoromethylphenynpiperazine-l-carbonyl1berizoxazol-2-yl] 
phenyn-L3-dioxo-2,3-dihydro-lH-isoindole-5-carboxylic acid; 

2-r3-r6-r3-Carb amoylpiperidine-l-carbonynbenzoxazol-2-yllphenvll-l »3-dioxo-23- 
dihydro- lH-isoindole-5-carboxylic acid; 
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2^3-r6-(4-Methoxvbenzy^ 
dihycho-lH-isoindole-5-carboxylic acid: 

243-r6-n,4-Dimethoxvberi2vlammocarbonvl)benzoxazol-2-vl1phenvl1- 
dihydro-lH-isoindole-5-carboxvlic acid: 

2-f3-(5-Carboxv-K3-dioxo-L3-dihvdroisoindol-2-yl > )phenvllbeiizoxazole-6- 
carboxvlic acid: 

2-r3-(5'Carboxv-L3-dioxo-L3-dihydroisoindol-2>vl)phenvllbenzoxazole-6- 
carboxvlic acid methyl ester: 

243-(5-Carboxy-13-dioxo-13-dihydroisoindol-2-yl > )phenyl1benzoxazole-7- 
carboxylic acid: 

243-(5-BenzyloxycarbonyM3-dioxo-13^ 
6-carboxylic acid: 

2-r3-(5-Methyloxycarbonyl-13-dioxo-13-d^^ 
6-carboxylic acid: 

2-r5-(5-Bromobenzoxazol-2-yn- , 2-^^ 
isoindole-5-carboxylic acid: 

2-r5-r5-Phenylbenzoxazol-2-ylV2-r3-^ 
isoindole-5-carboxylic acid: 

242-Fluoro-5-f5-phenvlbenzoxazol-2-ynDhenvlVK3-dioxo-2.3-dihvdro-lH- 
isoindole-5-carboxylic acid: 

2-r2-Chloro-5-f5-phenvlbenzo 
isoindole-5-carboxylic acid: 

242~Methoxv-545-(2-benzothiophenynbenzoxazol-2-vl1phenyl1-l^ 
dihydro- 1 H-isoindole-5 -carboxylic acid: 

2-r2-Methoxv-5-r5-(3-methyl-4-chloropte 
23-dihydro-lH-isoindole-5-carboxylic acid: 

242-Methoxv- 5-r5-(4-fluoro-3-foimylphenynbenzoxazol-2-yllphen 
dihydro- 1 H-isoindole-5 -carboxylic acid: 

2-r2-Methoxy-5-r5-(3,4-difluorophenynbenzoxazol-2-yl1phenylVL3-dioxo-2.3- 
dihydro-lH-isoindole-5-carboxylic acid: 
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2-r2-Methoxv-545-(4-ethvte 
dihydro- 1 H-isoindole-5-carboxylic acid; 

2-r2-Methoxv-5-r5-(4-N.N-dime 
dioxo-2,3-dihvdrO"lH-isoindole-5-carboxvlic acid; 

2-r2-MethoxY-5-r5-r2.3-dichlorophenvnbenzoxa2ol-2-vllphenvl1-l J-dioxo-23' 
dihvdro- 1 H-isoindole-5-carboxvlic acid; 

2-r4-Methoxv-5-r5-(2-benzothiophen^ 
dihvdro- 1 H-isoindole-5 -carboxylic acid; 

2-r4-Methoxv-5-r5-(4-chloro^^ 
1 H-isoindole-5 -carboxylic acid; 

2-r4-Methoxv-5-r5-(3-chloro-4-fluorophenvl)benzoxazol-2-vl1phenvl1-L3-dioxo-2.3- 
dihvdro-lH-isoindole-5-carboxvlic acid; 

2-r4-Methoxv-5-r5-(4-trifluoromefr^ 
dihydro- 1 H-isoindole-5 -carboxylic acid; 

2-r4-Methoxy-5-r5-(2-benzofuranyl > )benzoxazol-2-vllphenyl1-L3-dioxo-23-dihvdro- 
1 H-isoindole-5 -carboxylic acid; 

2-r4-Methoxy-5-r5-(3,5-difluorophenvnbenzoxazol-2-yl"|phenyl]-L3-dioxo-2J- 
dihvdro- 1 H-isoindole-5-carboxylic acid; 

2-r4-Methoxv-5-r5-(3,4-methvlenedioxyphenyl)benzoxazol-2-vl1phenvl1-13-dioxo- 
2,3-dihydro-lH-isoindole-5-carboxvlic acid; 

2-r4-Methoxv-5-r5-(3-methoxy)phenylbenzoxazol-2-yl1phenvl1-L3-dioxo-23- 
dihydro- 1 H-isoindole-5 -carboxylic acid; 

2-r4-Methoxy-5-r5-(4-methvbhenynbenzoxazol-2-vllDhenvll-13-dioxo-2.3-dihydro- 
lH-isoindole-5-carboxylic acid; 

2-r4-Propvlamino-3-r5-r2-benzofuranvnbenzoxazol-2-yl1phenyl1-L3-dioxo-2.3- 
dihydro-lH-isoindole-5-carboxvlic acid; 

2-r4-Propylamino-5-r5-(3,4-rnethvlenedioxvphenvnbenzoxazol-2-yllphenvl1-L3- 
dioxo-2,3 -dihydro- 1 H-isoindole-5 -carboxylic acid; 

2-r4-Propvlamino-5-r5-(2-benzothiophenvl)benzoxazol-2-yl1phenvn-13-dioxo-23- 
dihydro-lH-isoindole-5-carboxylic acid; 
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244-Propvlamino-5-r5-f3-me^ 

dioxo-23-dihydro-lH-isoindole-5-carboxylic acid: 

244-Propvlamino-545-r4>chlorophenvnbenzoxazol-2-vl1phenvl1-L3-dioxo-23- 
dihydro-lH-isoindole-5-carboxvlic acid: 

244-Propylamino-545-(3-chloro-4-fluorotote 
2,3-dihvdro-lH-isoindole-5-carboxvlic acid: 

244-Propylamino-545-(3.5-difluoro)phenvlb^ 
dihydro-lH-isoindole-5-carboxylic acid: 

244-Propvlamino-545-(4-fluorophenvnbenzoxazol-2-vl1phenvlV13-dioxo-2.3- 
dihydro- 1 H-isoindole-5 -carboxylic acid: 

244-Propvlamino-545-f4-trifluore^ 
dioxo-23-dihvdro-lH-isoindole-5-carboxvlic acid: 

244-Propylami no-545-r4-trifluoromethynphenylbenzoxazol-2-vl1ph^ 
2J-dihvdro-lH-isoindole-5-carboxvlic acid: 

244-Propylamino-5-r5-(3-chloro 
dihydro- 1 H-isoindole-5-carboxylic acid: 
or a pharmaceutical^ acceptable salt or prodrug thereof. 

14. (canceled) 

15. (currently amended) A process for the preparation of a compound as defined in any 
one of claims 1 to 13 according to claim 1 which comprises: 

a) tr e ating heating a compound of formula (III): 




(III) 



wherein R 1 is NH 2 or a protected derivative thereof and X, and R 4 ar e as 

defined in claim 1 , with a compound of formula (IV): 
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? 

b 

(IV) 

wh e r e in R io as defin e d in claim 1, by i) hoating in a suitable acidic medium, or 
ii) b) heating a compound of formula (III) with a compound of formula (IV) with an 
organic base in a suitable solvent, followed by heating in a suitable acidic medium. 

16. (currently amended) A pharmaceutical composition comprising a compound 
according to any one of claims 1 to 13, but without the proviso, of formula (D or a 
pharmaceutical^ acceptable salt or prodrug thereof: 




0) 

wherein 
X is O or S: 

R 1 is a phthalimide carboxvlic acid group of formula (II): 




an 

R is hydrogen. C i-Cg alkvl. aryl or Q-Ct alkylarvh 

R 2 is hydrogen , halogen. C i-C* alkvl. OR 5 , a 5-membered heteroarvl ring, or NR 5 R 5 : 
R 3 and R 4 are independe ntly hydrogen, halogen. C i-C fi alkvl optionally substituted bv 
hydroxy or C,-C, alkoxv. CF,. OCF,. OR 10 . COR 6 . NHCOR 7 . NHSQ 2 R 9 , CN. SfO^ R 9 . 
phenyl optionally sub stituted bv one or more substituents selected from halogen. CV C* alkyl 
optionally substituted b v hydroxy or d -C ^ alkoxv. CF^. OCF^. OR 5 . COR 6 . CN. CHO. 
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OCHF?. NR 7 R 8 . NHCOR 7 . NHSO,R 9 . SfOyR 9 and methylenedioxo. or a 5- to 10-membered 
heteroaryl ring which is optionally substituted by C r C * alkvl: 

or R 3 and R 4 together form a fused phenyl ring or a -0-(CH 2 \-Q- group, wherein x is 

1 or 2; 

R 5 is independently hydrogen. C r C* alkenvl. C 3 -C* alkynvl. or C r C* alkyl optionally 
substituted by hydroxy. C r C^ alkoxy. NR 7 R 8 . phenyl or a 5- or 6-membered heteroaryl ring, 
wherein phenyl is optionally substituted by one or more substituents selected from halogen. 
CFi, OCF^ CHO. OR 10 . COR 10 . R 10 . CN and methylenedioxo and wherein the heteroaryl 
ring is optionally substituted by C i^C* alkyl; 

or R 5 and R 5 . together with the nitrogen atom to which they are attached, form a 5- or 
6-membered ring which optionally contains an additional heteroatom selected from O. S. and 
NR 1Q ; 

R 6 is C1-C6 alkyl. OR 5 . NR 7 R 8 or phenyl optionally substituted by one or more 
substituents selected from halogen. C 1.C* alkyl optionally substituted by hydroxy or C-CN 
alkoxy. CF.. OCF,. OR 5 . COR 10 . CN. CHO. OCHF,. NR 7 R 8 . NHCOR 7 . NHSO.R 9 . SrO^ R 9 
and methylenedioxo; 

R 7 and R 8 are independently hydrogen, phenyl, a 5- to 10-membered heterocyclic 
ring, Ci-C^ alkoxy. or Cj -Q alkyl optionally substituted by phenyl or a 5- to 10-membered 
heterocyclic ring, wherein in each case, the phenyl is optionally substituted by one or more 
substituents selected from halogen. CF.. OCF^ CHO. OR 10 . COR 10 . R 1Q . CN and 
methylenedioxo and the heterocyclic ring is optionally substituted by C r C * alkyl; 

7 8 

or R and R together with the nitrogen to which they are attached form a 5- or 6- 
membered heterocyclic ring which is optionally substituted by CONR 10 R 1Q and optionally 
contains an additional heteroatom selected from O. S and NR 11 ; 

R 9 is Ci-C^ alkyl or phenyl optionally substituted by one or more substituents selected 
from halogen. CF,. OCF.. CHO. OR 10 . COR 10 . R 10 . CN and methylenedioxo; 

R 10 is hydrogen, CvC* alkenyl. C r C* alkynvl. or C r C* alkyl optionally substituted 
by hydroxy or C i -C? alkoxy; 

R 11 is hydrogen, phenyl or C 1 -C1 alkyl optionally substituted by phenyl, wherein in 
each case the phenyl is optionally substituted by one or more substituents selected from 
halogen. CF.. OCF,. CHO. OR 10 . COR 10 . R 10 . CN and methylenedioxo: and 
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p is 0, 1 or 2 % 

togeth e r with and a pharmaceutically acceptable carrier, excipient and/or diluent. 
17-22. (canceled) 

23. (new) A method for inhibiting heparanase activity in a patient suffering from a 
disease or disorder in which heparanase activity plays a role, comprising administering to the 
patient a pharmaceutically effective amount of a compound of formula I or a 
pharmaceutically acceptable salt or prodrug thereof: 




X is O or S; 

R 1 is a phthalimide carboxylic acid group of formula (II): 




o 



(II) 

R is hydrogen, Ci-C 6 alkyl, aryl or C1-C3 alkylaryl; 

R 2 is hydrogen, halogen, Ci-C 6 alkyl, OR 5 , a 5-membered heteroaryl ring, or NR 5 R 5 ; 

R 3 and R 4 are independently hydrogen, halogen, Ci-C 6 alkyl optionally substituted by 
hydroxy or C1-C3 alkoxy, CF 3 , OCF 3 , OR 10 , COR 6 , NHCOR 7 , NHS0 2 R 9 , CN, S(0) p R 9 , 
phenyl optionally substituted by one or more substituents selected from halogen, Ci_C 6 alkyl 
optionally substituted by hydroxy or Ci-C 3 alkoxy, CF 3 , OCF 3 , OR 5 , COR 6 , CN, CHO, 
OCHF 2 , NR 7 R 8 , NHCOR 7 , NHSO2R 9 , S(0) p R 9 and methylenedioxo, or a 5- to 10-membered 
heteroaryl ring which is optionally substituted by C r C 6 alkyl; 
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or R 3 and R 4 together form a fused phenyl ring or a -0-(CH 2 ) x -0- group, wherein x is 

1 or 2; 

R 5 is independently hydrogen, C 3 -C 6 alkenyl, C 3 -C 6 alkynyl, or C r C 6 alkyl optionally 
substituted by hydroxy, C1-C3 alkoxy, NR 7 R 8 , phenyl or a 5- or 6-membered heteroaryl ring, 
wherein phenyl is optionally substituted by one or more substituents selected from halogen, 
CF 3 , OCF 3 , CHO, OR 10 , COR 10 , R 10 , CN and methylenedioxo and wherein the heteroaryl 
ring is optionally substituted by Ci-C 6 alkyl; 

or R 5 and R 5 , together with the nitrogen atom to which they are attached, form a 5- or 
6-membered ring which optionally contains an additional heteroatom selected from O, S, and 
NR 10 ; 

R 6 is Ci-C 6 alkyl, OR 5 , NR 7 R 8 or phenyl optionally substituted by one or more 
substituents selected from halogen, Ci_C 6 alkyl optionally substituted by hydroxy or C r C 3 
alkoxy, CF 3 , OCF 3 , OR 5 , COR 10 , CN, CHO, OCHF 2 , NR 7 R 8 , NHCOR 7 , NHS0 2 R 9 , S(0) p R 9 
and methylenedioxo; 

7 8 

R and R are independently hydrogen, phenyl, a 5- to 10-membered heterocyclic 
ring, Ci-C 6 alkoxy, or Ci-C 6 alkyl optionally substituted by phenyl or a 5- to 10-membered 
heterocyclic ring, wherein in each case, the phenyl is optionally substituted by one or more 
substituents selected from halogen, CF 3 , OCF 3 , CHO, OR 10 , COR 10 , R 10 , CN and 
methylenedioxo and the heterocyclic ring is optionally substituted by Ci-C 6 alkyl; 

or R 7 and R 8 together with the nitrogen to which they are attached form a 5- or 6- 
membered heterocyclic ring which is optionally substituted by CONR 10 R 10 and optionally 
contains an additional heteroatom selected from O, S and NR 1 1 ; 

R 9 is Ci-C 6 alkyl or phenyl optionally substituted by one or more substituents selected 
from halogen, CF 3 , OCF 3 , CHO, OR 10 , COR 10 , R 10 , CN and methylenedioxo; 

R 10 is hydrogen, C 3 -C 6 alkenyl, C 3 -C 6 alkynyl, or d-C 6 alkyl optionally substituted 
by hydroxy or Ci-C 3 alkoxy; 

R 11 is hydrogen, phenyl or Ci-C 3 alkyl optionally substituted by phenyl, wherein in 
each case the phenyl is optionally substituted by one or more substituents selected from 
halogen, CF 3 , OCF 3 , CHO, OR 10 , COR 10 , R 10 , CN and methylenedioxo; and 

p is 0, 1 or 2. 
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24. (new) A method for the treatment of cancer, angiogenesis, angiogenesis related 
disorders, inflammatory diseases, autoimmune disorders, cardiovascular diseases, or renal 
disorders comprising administering to a patient suffering from such a disease or disorder a 
pharmaceutically effective amount of a compound of formula I or a pharmaceutically 
acceptable salt or prodrug thereof: 




(I) 

wherein 
X is O or S; 

R 1 is a phthalimide carboxylic acid group of formula (II): 




o 



(II) 

R is hydrogen, Ci-C 6 alkyl, aryl or C1-C3 alkylaryl; 

R 2 is hydrogen, halogen, Ci-C 6 alkyl, OR 5 , a 5-membered heteroaryl ring, or NR 5 R 5 ; 

R 3 and R 4 are independently hydrogen, halogen, Ci-C 6 alkyl optionally substituted by 
hydroxy or C,-C 3 alkoxy, CF 3 , OCF 3 , OR 10 , COR 6 , NHCOR 7 , NHSO2R 9 , CN, S(0) p R 9 , 
phenyl optionally substituted by one or more substituents selected from halogen, Ci_C 6 alkyl 
optionally substituted by hydroxy or C1-C3 alkoxy, CF 3 , OCF 3 , OR 5 , COR 6 , CN, CHO, 
OCHF 2 , NR 7 R 8 , NHCOR 7 , NHSO2R 9 , S(0) p R 9 and methylenedioxo, or a 5- to 10-membered 
heteroaryl ring which is optionally substituted by Ci-C 6 alkyl; 

or R 3 and R 4 together form a fused phenyl ring or a -0-(CH 2 ) x -0- group, wherein x is 

1 or 2; 

R 5 is independently hydrogen, C 3 -C 6 alkenyl, C 3 -C 6 alkynyl, or C r C 6 alkyl optionally 
substituted by hydroxy, C1-C3 alkoxy, NR 7 R 8 , phenyl or a 5- or 6-membered heteroaryl ring, 
wherein phenyl is optionally substituted by one or more substituents selected from halogen, 
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CF 3 , OCF 3 , CHO, OR 10 , COR 10 , R 10 , CN and methylenedioxo and wherein the heteroaryl 
ring is optionally substituted by Ci-C 6 alkyl; 

or R 5 and R 5 , together with the nitrogen atom to which they are attached, form a 5- or 
6-membered ring which optionally contains an additional heteroatom selected from O, S, and 
NR 10 ; 

R 6 is Ci-C 6 alkyl, OR 5 , NR 7 R 8 or phenyl optionally substituted by one or more 
substituents selected from halogen, Ci-C 6 alkyl optionally substituted by hydroxy or C1-C3 
alkoxy, CF 3 , OCF 3 , OR 5 , COR 10 , CN, CHO, OCHF 2 , NR 7 R 8 , NHCOR 7 , NHS0 2 R 9 , S(0) p R 9 
and methylenedioxo; 

7 8 

R and R are independently hydrogen, phenyl, a 5- to 10-membered heterocyclic 
ring, Ci-C 6 alkoxy, or d-C 6 alkyl optionally substituted by phenyl or a 5- to 10-membered 
heterocyclic ring, wherein in each case, the phenyl is optionally substituted by one or more 
substituents selected from halogen, CF 3 , OCF 3 , CHO, OR 10 , COR 10 , R 10 , CN and 
methylenedioxo and the heterocyclic ring is optionally substituted by Ci-C 6 alkyl; 

or R 7 and R 8 together with the nitrogen to which they are attached form a 5- or 6- 
membered heterocyclic ring which is optionally substituted by CONR 10 R 10 and optionally 
contains an additional heteroatom selected from O, S and NR 11 ; 

R 9 is Ci-C 6 alkyl or phenyl optionally substituted by one or more substituents selected 
from halogen, CF 3 , OCF 3 , CHO, OR 10 , COR 10 , R 10 , CN and methylenedioxo; 

R 10 is hydrogen, C 3 -C 6 alkenyl, C 3 -C 6 alkynyl, or C r C 6 alkyl optionally substituted 
by hydroxy or C1-C3 alkoxy; 

R 11 is hydrogen, phenyl or C1-C3 alkyl optionally substituted by phenyl, wherein in 
each case the phenyl is optionally substituted by one or more substituents selected from 
halogen, CF 3 , OCF 3 , CHO, OR 10 , COR 10 , R 10 , CN and methylenedioxo; and 

p is 0, 1 or 2. 

25. (new) The method of claim 24 wherein the cancer is melanoma, mesothelioma, 
lymphoma, leukaemia, fibrosarcoma, rhabdomyosarcoma, mastocytoma, colorectal cancer, 
prostate cancer, small cell lung cancer, non-small cell lung cancer, breast cancer, pancreatic 
cancer, kidney cancer, liver cancer, stomach cancer, bladder cancer, skin cancer, uterine 
cancer, cervical cancer, or ovarian cancer. 
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26. (new) The method of claim 24 wherein the angiogenesis and angiogenesis related 
disorders are angiogenesis associated with the growth of solid tumors or retinopathy. 

27. (new) The method of claim 24 wherein the inflammatory diseases are autoimmune 
disorders selected from the group consisting of rheumatoid arthritis, inflammatory bowel 
disease and multiple sclerosis. 

28. (new) The method of claim 24 wherein the cardiovascular diseases are 
thromoembolic disease, arterial thrombosis or restenosis. 

29. (new) The method of claim 24 wherein the renal disorders are renal disease 
associated with diabetes or nocturia. 
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